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Remarks 

Introduction 

Claims 1-45 were pending, and claims 16, 17, and 32-45 are under examination. By way 
of this response, claims 16, 17, 32-39, and 40-45 have been amended, claim 29 has been 
cancelled without prejudice, and claim 46 has been added. Support for the amendments to the 
specification and the claims can be found in the application as originally filed, and no new matter 
has been added. Accordingly, claims 1-38 and 40-46 are currently pending, and claims 16, 17, 
23-38, and 40-46 are under examination. 

Applicant respectfully requests entry of this Amendment and reconsideration of the 
obj ections and rej ections . 

Specification Objections 

The specification has been objected for the lack of capitalization of trademarks, for the 
wording of the Brief Description of Drawings, for the recitation of the word "avidic", and for not 
disclosing the priority information. 

The specification has been amended as set forth above. For example, the specification 
has been amended to capitalize the trademarks, to reword the identification of drawings as 
suggested by the Examiner, and to identify the priority applications. 

Regarding the word "avidic", applicant submits that the spelling is not a typographical 
error. Applicant submits that as used in the present application, the word "avidic" is an adjective 
of "avidity". For example, "avidic" describes that the strength of binding is increased due to 
binding to multiple sites as it is described in detail for the tags disclosed in the present 
specification on page 7 line 5 to page 8, line 7. 

In view of the above, applicant submits that the objections to the specification have been 
overcome. 

Drawing Objections 

The drawings have been objected. 

Applicant has amended the drawings as suggested in the Office Action. Replacement 
sheets of drawings are being submitted herewith. 
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In view of the above, applicant submits that the objections to the drawings have been 
overcome. 

Sequence Compliance 

The specification has been objected for not identifying the amino acid sequences in the 
specification. 

The specification has been amended as set forth above to identify each of the sequences. 
In addition, applicant is submitting herewith a replacement paper and CRF sequence listing, 
which also has deleted SEQ ID NO: 14 that was inadvertently included in the sequence listing 
submitted on November 11, 2002. 

In view of the above, applicant submits that the objections regarding the sequence 
identifiers has been overcome. 

Claim Objections 

Claims 16-17 and 32-45 have been objected to for various formalities. 

The claims have been amended as set forth above. For example, the claims have been 
amended as suggested by the Examiner. However, claim 37 has not been amended by deleting 
"of the at least two modules" in order to maintain the clarity of claim 37. 

In view of the above, applicant submits that the claim objections have been overcome. 

Rejections Under 35 U.S.C. § 1 12, Second Paragraph 

Claim 17 has been rejected under 35 U.S.C. § 112, second paragraph as allegedly being 
indefinite. 

Claim 17 has been amended as set forth above, and applicant submits that the Markush 
group recited in claim 17 is in proper form. 

In view of the above, applicant submits the rejection has been overcome. 

Rejection Under 35 U.S.C. § 102 

Claims 16, 17, and 32-43 have been rejected under 35 U.S.C. § 102(a) as allegedly being 
anticipated by U.S. Patent No. 6,103,493 (hereinafter Skerra). 
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Applicant traverses the rejection. 

"A claim is anticipated only if each and every element as set forth in the claim is found, 
either expressly or inherently described, in a single prior art reference." (Emphasis added; 
Verdegaal Bros. v. Union Oil Co. of California, 814 F.2d 628, 631, 2 USPQ2d 1051, 1053 (Fed. 
Cir. 1987)). 

Applicant submits that Skerra does not describe each and every element set forth in the 
present claims, and therefore, the present claims are not anticipated by Skerra. 

Skerra discloses streptavidin muteins or in other words streptavidin proteins with one or 
more mutations. Skerra is directed to optimizing or enhancing the binding of streptavidin to 
peptide ligands. In particular, Skerra discloses streptavidin muteins that bind to peptide ligands 
that comprises the amino acid sequence Trp-Xaa-His-Pro-Gln-Phe-Y-Z (SEQ ID NO: 16, as 
disclosed therein) in which X represents an arbitrary amino acid, and Y and Z either both denote 
Gly or Y denotes Glu and Z denotes Arg or Lys. The streptavidin muteins disclosed by Skerra 
have a higher binding affinity than wild type streptavidin for such peptide ligands (column 2, 
lines 40-52). As discussed in applicant's present application, the streptavidin muteins disclosed 
by Skerra have a higher affinity for the peptide available as STREP-TAG® II (see page 4, lines 
13-17). In short, Skerra discloses streptavidin muteins that have a higher binding affinity for 
peptide ligands that have the amino acid sequence of SEQ ID NO: 16 disclosed by Skerra. 

Applicant respectfully disagrees with the characterization of Skerra as set forth at page 8 
of the Office Action. The Office Action states that Skerra discloses streptavidin muteins and 
fusions thereof exemplifying a higher binding affinity than wild type streptavidin comprising the 
amino acid sequence of Trp-X-His-Pro-Gln-Phe-Y-Z in which X is any amino acid and Y and Z 
either both denote Gly or Y denotes Glu or Z denotes Arg or Lys. Significantly, the Office 
Action fails to state that Skerra specifically discloses that the peptide jigand (to which the 
streptavidin mutein binds) has the amino acid sequence set forth above. In other words, it is not 
the streptavidin mutein that comprises SEQ ID NO: 16, but it is the peptide jigand that 
comprises SEQ ID NO: 16 (see column 2, line 48 of Skerra). 

Applicant submits that Skerra does not disclose, teach, or suggest the present invention. 
For example, Skerra does not disclose, teach, or even suggest a fusion protein that comprises a 
streptavidin-binding peptide linked to a protein, let alone a streptavidin-binding peptide that 
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comprises a sequential arrangement of at least two modules, wherein each module binds at least 
one of a streptavidin and a streptavidin mutein, as recited in the present claims. 

The Office Action identifies claims 16 and 17 of Skerra for disclosure of fusion proteins. 
Applicant submits that claim 16 does not disclose any fusion protein, and that claim 17 recites a 
signal peptide carrying streptavidin. To the extent that claim 17 could be interpreted to disclose 
a fusion protein, at best, the fusion protein is the combination of a signal peptide and 
streptavidin. 

Claim 17 of Skerra does not disclose a fusion protein that comprises a streptavidin- 
binding peptide, as recited in the present claims. In contrast, claim 17 at best discloses a fusion 
protein that includes streptavidin, not a streptavidin-binding peptide. 

Furthermore, Skerra does not disclose, teach, or even suggest a fusion protein that 
comprises a streptavidin-binding peptide, wherein the streptavidin binding peptide comprises a 
sequential arrangement of at least two modules, wherein each module binds at least one of a 
streptavidin and a streptavidin mutein, as recited in the present claims. 

In that regard, applicant further submits that a prima facie case of anticipation has not 
been established since the Office Action fails to specifically identify where Skerra discloses each 
and every element recited in the present claims, including claim 16. For example, the Office 
Action fails to specifically identify where Skerra discloses a streptavidin binding peptide that 
comprises a sequential arrangement of at least two modules, wherein each module binds at least 
one of a streptavidin and a streptavidin mutein, as recited in independent claim 16. 

To the extent the Examiner maintains the rejection of the present application, applicant 
requests the Examiner to issue a non-final Office Action since the present Office Action is 
incomplete in establishing the rejection under 35 U.S.C. § 102. 

In view of the above, applicant submits that the present claims are not anticipated by 
Skerra under 35 U.S.C. § 102. 

In addition, applicant submits that Skerra does not make obvious the presently claimed 
invention. As discussed herein, Skerra does not disclose, teach, or even suggest a fusion protein 
that comprises at least two sequentially arranged streptavidin-binding or streptavidin mutein- 
binding modules, as recited in the present claims. Applicant submits that the sequential 
arrangement of the two or more binding modules surprisingly provides an avidity 
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effect/synergistic effect by divalent or multivalent binding. This avidity effect provides a 
significantly higher binding affinity than a single streptavidin binding module but also allows 
displacement of fusion proteins under competitive conditions with the same efficiency as a 
protein fused to a single streptavidin binding module (e.g., see page 7, line 1 to page 9, line 7 and 
the examples of the present application). 

In view of the above, applicant submits that the present claims are unobvious from and 
patentable over Skerra, taken alone or in combination with the prior art, under 35 U.S.C. § 103. 

Conclusion 

In view of the foregoing amendments and remarks, applicant submits that the present 
specification, drawings, and claims are in proper form, and that the present claims are definite 
under 35 U.S.C. § 112, and are patentable over the prior art under 35 U.S.C. §§ 102 and 103. 
Therefore, applicant submits that the presently examined claims, that is claims 16, 17, 32-38, and 
40-46, are in condition for allowance. Notice of which is respectfully requested. If a telephone 
interview would be of assistance in advancing prosecution of the subject application, Applicant's 
undersigned representative invites the Examiner to telephone him at the number provided below. 

Respectfully submitted, 

Date: January 6. 2006 /Greg S. Hollrigeh Reg. # 45374/ 

Greg S. Hollrigel 

Registration No. 45,374 

Stout, Uxa, Buyan & Mullins, LLP 

4 Venture, Suite 300 

Irvine, California 92618 

Telephone: 949-450-1750 
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